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�x Assessment of adverse events 

�x Assessment for survival 

6.3.4. Day 22 (+/-1 day) 

�x Study drug administration (also on Day 25 for subjects in twice weekly cohorts) 

�x Review of concomitant medications 

�x Assessment of adverse events 

�x Assessment for survival 
6.3.5. End of  Cycle  3 (Day 28 +/- 3 days)  and Every 2 Cycles  Thereafter  

�x Bone marrow aspirate or biopsy for response and PD assessments, unless 
peripheral blood absolute blast count is �• 5.0 x 109 cells/L 

�x Disease assessment for response 

�x Review of concomitant medications 

�x Assessment of adverse events 

�x Assessment for survival 
 

6.4. At Relapse or Progression of Disease 

�x Bone marrow aspirate or biopsy for response status and PD assessment, 
unless peripheral blood absolute blast count is �• 5.0 x 109 cells/L 

�x Disease assessment for response 

�x Review of concomitant medications 

�x Assessment of adverse events 

�x Assessment for survival 
 

6.5. End of Study (28 Days After Last Dose of Study Medication +/- 5 
days) 

�x Physical examination 

�x Vital signs 

�x ECOG Performance Status 

�x Weight 

�x The following lab tests 

�x Hematology 

�x Serum chemistry 

�x 12-lead ECG (in triplicate) 

�x Review of concomitant medications 

�x Assessment of adverse events 

�x Assessment for survival 
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6.6. Long-Term Follow-Up 

Long-term follow-up will consist of a clinic visit or telephone call to assess survival every 3 
months for up to 6 months. 

 
7. DESCRIPTION OF ASSESSMENTS 

 
7.1 Safety Assessments 

7.1.1. Adverse  Event  Definition  

An adverse event (AE) includes any noxious, pathological, or unintended change in 
anatomical, physiological, or metabolic functions as indicated by physical signs, 
symptoms, and/or laboratory changes occurring whether or not temporally associated 
with study drug administration and whether or not considered related to study drug. This 
definition includes an exacerbation of pre-existing medical conditions or events, 
intercurrent illnesses, hypersensitivity reactions, drug interactions, or clinically significant 
laboratory findings. 

 
An AE does not include the following: 

�x Medical or surgical procedures, e.g., tooth extraction, transfusion, surgery (The 
medical condition that leads to the procedure is to be recorded as an AE.) 

�x Pre-existing conditions or procedures present or detected at the start of the study 
that do not worsen 

�x Hospitalization for elective surgeries or for other situations in which an untoward 
medical event has not occurred 

�x Abnormal laboratory value, unless it is clinically significant 

�x Overdose of study drug or concomitant medication unaccompanied by 
signs/symptoms (If sign/symptoms occur, the final diagnosis should be recorded as 
an AE.) 

�x Pregnancy by itself, unless a complication occurs during pregnancy leading to 
hospitalization; in this case (The medical condition that leads to the hospitalization 
is to be recorded as the AE.) 

�x A significant worsening of the disease under investigation which is captured as 
an efficacy parameter in this study and, thus, is not to be recorded as an AE. 

7.1.2. Serious  Adverse Event  

A serious adverse event (SAE) is defined as an adverse event that results in any of the 
following outcomes: 

�x Death 

�x Life-threatening, i.e., immediate risk of death from the event as it occurred; (This 
does not include an adverse event that, had it occurred in a more serious form, 
might have caused death.) 

�x Persistent or substantial disability/incapacitation 

�x Results in or prolongs an existing inpatient hospitalization 
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�x Congenital anomaly/birth defect 
 

Important medical events that may not result in death, be life-threatening, or require 
hospitalization may be considered serious when, based on medical judgment, they may 
jeopardize the subject or may require medical or surgical intervention to prevent one of 
the outcomes listed in this definition. 

7.1.3. Unexpected  Adverse Event  

An AE or suspected adverse reaction is considered "unexpected" if it is not listed in the 
Investigator’s Brochure or is not listed at the specificity or severity that has been observed; 
or, is not consistent with the risk information described in the protocol or elsewhere. 
For example, under this definition, hepatic necrosis would be unexpected (by virtue of 
greater severity) if the Investigator’s Brochure referred only to elevated hepatic enzymes 
or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be 
unexpected (by virtue of greater specificity) if the Investigator’s Brochure listed only 
cerebral vascular accidents. 

 
"Unexpected," as used in this definition, also refers to AEs or suspected adverse reactions 
that are mentioned in the Investigator’s Brochure as occurring with a class of drugs or as 
anticipated from the pharmacological properties of the investigational therapy, but are not 
specifically mentioned as occurring with the investigational therapy. 

7.1.4. Adverse Event  Reporting  Period  

The adverse event reporting period begins from the date of the first dose of study drug to 
28 days following the last dose of study drug. 

7.1.5. Recording of Adverse  Events  

Each AE should be recorded in standard medical terminology on the AE CRF module. 
Whenever possible, the AE should be evaluated and reported as a diagnosis rather than 
as individual signs or symptoms. For example, cough, runny nose, sneezing, sore throat, 
and head congestion should be reported as ‘upper respiratory infection’. If a definitive 
diagnosis is not possible, the individual signs and symptoms should be recorded. Dates of 
start (onset) and stop (recovery), action taken, and outcome will be recorded in the AE CRF 
module. 

 
All clinically significant abnormal changes in laboratory parameters will be recorded as 
an AE on the AE module, with the following exceptions: clinically significant abnormal 
laboratory changes determined to be related to the study condition and concomitant 
conditions, e.g., diabetes, of which the investigator was previously aware and that have 
not worsened. 

 
The investigator will evaluate all AEs with regard to maximum intensity and relationship to 
study drug, as follows. 

7.1.5.1. Maximum Intensity 
Maximum intensity should be assigned using one of the severity grades as outlined in 
the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI 
CTCAE v4.03); if the AE is not specifically listed in CTCAE v4.03, use the following 
grades: 

�x Grade 1: mild 
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�x Grade 2: moderate 

�x Grade 3: severe 

�x Grade 4: life-threatening or disabling 

�x Grade 5: death 
 

7.1.5.2. Relationship to Study Drug 
The degree of certainty with which an AE is attributed to study drug (or alternative 
causes, e.g., natural history of the underlying diseases, concomitant therapy, etc.) will be 
determined by how well the event can be understood in terms of known pharmacology of 
the study drug and/or reactions of similar nature previously observed with study drug. 
Each AE will be assigned one of the following five categories: 

�x Not related: There is not a temporal relationship to the study drug (e.g., too early, 
too late), or there is a reasonable causal relationship to another drug, concurrent 
illness, or circumstance. 

�x Unlikely related: There is a temporal relationship to study drug, but there is not a 
reasonable causal relationship between the time of study drug administration and 
the AE (i.e., it is doubtful the AE is related to the study drug); could be reasonably 
explained by other factors, including underlying disease, complications, concomitant 
drugs, or concurrent treatment. 

�x Possibly related: There is a reasonable temporal sequence from time of study 
drug administration (e.g., occurred in a time frame relevant to study drug dose); or 
for which the possibility of the study drug being the causative factor (e.g., 
existence of similar reports attributed to the study drug; reactions attributable to 
the pharmacological effect) could not be excluded, although other factors such as 
underlying disease, complications, concomitant drugs, or concurrent treatment 
are presumable. 

�x Probably related: There is a reasonable temporal sequence from time of study 
drug administration; and for which the possibility of factors other than the study 
drug administration, such as underlying disease, complications, concomitant drugs, 
or concurrent treatment, could not be excluded as the cause. 

�x Definitely related: Follows a clear temporal sequence from time of study drug 
administration; could not be possibly explained by the known characteristics of 
the subject’s clinical state, environmental or toxic factors, or other modes of 
therapy administered to the subject; follows a response pattern known to be 
associated with study drug administration. 

7.1.6. Adverse  Event  Reporting  

Each AE is to be reported by the investigator as serious or non-serious according to the 
definitions above. This classification determines the regulatory reporting procedures to be 
followed as described in Table 9. 
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Table 9. Reporting Guidelines for Adverse Events 
 

Gravity of AE Reporting Time to 
Strategia Therapeutics  Type of Report 

Serious Within 24 hours after the site 
becomes aware of the event Initial SAE Report 

Non-Serious Per AE CRF module Completed AE CRF Module 
 

Any SAE, regardless of relationship to investigational therapy that occurs within 28 days 
following the last dose of study drug must be reported to the Medical Monitor within 24 
hours after the site becomes aware of the event. The investigator is encouraged to 
discuss with the Medical Monitor any adverse experiences for which the issue of 
reportability is unclear or questioned. The initial report should be followed by submission of 
a more detailed SAE Report when follow-up information is available. 
If the SAE occurs more than 28 days after the last dose of study drug, SAEs should be 
reported only if considered related to E6201. In the event of subject death, the reason for 
death should be recorded as the SAE, with ‘death’ recorded as the outcome on the SAE 
CRF module. 
The SAE also will be recorded as an AE on the AE CRF module. Note: the SAE Report is 
different from the AE CRF. In areas of both forms where the same data are reported, the 
forms will be completed in a consistent manner. For example, the same term should be 
used for the AE on both forms, with the same start and stop dates, action taken, 
outcome, etc. A checkbox on the AE CRF module for whether the AE resulted in an 
SAE, will link the two types of report for a given event. 
An SAE Report should be prepared with as much available information concerning the 
event as possible so that a written report can be filed with the appropriate regulatory 
authorities. If causality cannot be determined definitively at the time of the SAE 
occurrence, it is important to notify Strategia Therapeutics within the timeline stated above, 
and to attribute the relationship as ‘Not Assessable’ (only applicable for the initial SAE 
Report). When new significant information is obtained and the outcome and attribution of 
the event is known, the investigator will communicate this in a follow-up SAE Report. 
This relevant information will be provided in a timely manner to allow reporting to regulatory 
authorities within the required reporting period. Any SAE follow-up information requested 
by Strategia Therapeutics, Inc. should be provided in a timely manner. 
As necessary, the SAE Report should be accompanied by relevant pages from the 
CRFs, e.g., medical history, AEs, concomitant medications. Additional information may 
be requested by Strategia Therapeutics in an expedited manner to ensure that the 
initial reporting of the SAE made to the regulatory authorities complies with the required 
time frame. Strategia Therapeutics may be required to collect and report additional 
information to the regulatory authorities in a follow-up report, containing a final evaluation 
of the event, including copies of hospital reports, autopsy reports, or other relevant 
information. 

7.1.7. Adverse Event  and Serious Adverse Event  Follow -Up 

All AEs and SAEs should be followed until resolution, return to baseline, or until the point it 
is deemed that further recovery is unlikely. All measures required for AE management and 
the ultimate outcome of the AE will be recorded in the source document and AE CRF 
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module. 

7.1.8. Ongoing Safety Evaluation  

A study safety evaluation will be conducted on a regular (monthly) basis by 
teleconference. Dose exposure, dose-limiting toxicity, AE/SAE profiles and clinical 
laboratory abnormalities, and other safety measures will be reviewed during each 
convened meeting. Subject accrual will not be interrupted during the regular scheduled 
safety evaluations. These discussions will be led by the Strategia Therapeutics Medical 
Monitor and Principal Investigator. 

7.1.9. Clinical Laboratory  Tests  

Clinical laboratory tests include hematology, serum chemistry and bone marrow 
assessment (Table 10). 
 

Table 10. Clinical Laboratory Parameters 
 

Hematology Serum Chemistry Bone Marrow 
Aspirate/Biopsy 

Red blood cell count Serum creatinine Marrow blast percent 
Hemoglobin BUN Marrow cellularity percent 
Hematocrit Glucose (non-fasting) Cell line maturation 
White blood cell count Albumin Auer rods 
Differential: AST Dysplasia 

Neutrophils ALT Cytogenetic abnormalities 
ANC LDH  
Lymphocytes Total bilirubin  
Monocytes Total protein  
Eosinophils Alkaline phosphatase  
Basophils Calcium  

Platelets Phosphorus  
Blasts percent Magnesium  

 Sodium  
 Potassium  
 Chloride  
 Bicarbonate  

 
7.1.10. Vital  Sign  Measurements  

Vital sign measurements include temperature, blood pressure and pulse rate. Additional 
measurements may be obtained if clinically indicated. Any value considered clinically 
significant by the investigator will be recorded as an AE on the CRF. Clinically significant 
changes compared to baseline values should be followed until clinical resolution. 

7.1.11. Physical  Examinations  

Complete physical examinations include the following body system evaluations: General 
Appearance, Skin, Musculo-skeletal, Eyes, Ears, Nose, Throat, Cardiovascular, Chest, 
Abdomen, Lymph Nodes, and Neurological.  Symptom-oriented (abbreviated) evaluations 
will be performed at study visits where indicated, and otherwise when clinically indicated. 
Weight will be measured at Screening, Day 1 of each treatment cycle, and the End of 
Study Visit. 
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7.1.12. Electrocardiograms  

12-lead ECGs will be performed at Screening, Days 1 and 15 of each cycle (pre-dose, 5 
minutes after end of infusion, and 2, 4 and 24 hours post-infusion) and at End of Study 
(in triplicate). 

 
7.2. Efficacy Assessments 

7.2.1. Criteria  for  Evaluation of  Response  and Progression  

Evaluation of response to treatment and determination of disease progression in patients 
with AML will be evaluated using criteria defined in Revised Recommendations of the 
International Working Group for Diagnosis, Standardization of Response Criteria, 
Treatment Outcomes, and Reporting Standards for Therapeutic Trials in Acute Myeloid 
Leukemia.17 Efficacy assessments for subjects with MDS or CMML will be made using 
the modified International Working Group Response Criteria in Myelodysplasia.18 

7.2.2. Disease  Response  Criteria  

7.2.2.1. Subjects with AML 
�x Complete Remission (CR) 

The subject must be free of all symptoms related to leukemia and have an 
absolute neutrophil count > 1.0 x 109/L, platelet count �• 100 x 109/L, and 
normal bone marrow with < 5% blasts and no Auer rods 

�x Complete Remission with Incomplete Blood Count Recovery (CRi) 
As per CR but with residual thrombocytopenia (platelet count <100 x 109/L) or 
residual neutropenia (absolute neutrophil count <1.0 x 109/L) 

�x Partial Remission (PR) 
A �• 50% decrease in bone marrow blasts to 5 to 25% abnormal cells in the 
marrow; or CR with �” 5% blasts if Auer rods are present 

�x Treatment Failure 
Treatment has failed to achieve CR, CRi, or PR. 

�x Recurrence 
Relapse after confirmed CR: reappearance of leukemic blasts in peripheral 
blood or �• 5% blasts in the bone marrow not attributable, in the Investigator’s 
opinion, to any other cause (e.g., bone marrow regeneration after consolidation 
therapy), or appearance of new dysplastic changes. 

7.2.2.2. Subjects with High-Risk MDS or CMML 
�x Complete Remission (CR) 

The subject must be free of all symptoms related to leukemia and have an 
absolute neutrophil count �• 1.0 x 109/L, platelet count �• 100 x 109/L, bone 
marrow �” 5% myeloblasts, with normal maturation of all cell lines, hemoglobin 
�• 11g/dL, and no blasts in the peripheral blood 

�x Partial Remission (PR) 
All CR criteria with �• 50% decrease in bone marrow blasts over pre-treatment 
(but still > 5%) 
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�x Marrow CR 
In bone marrow, �”��������myeloblasts and decrease �E�\���•��50% over pre- treatment 

�x Hematologic Improvement (HI) 
�í Erythroid Response (HI-E) 

o Major Response 
E{ For subjects with pretreatment hemoglobin < 11 g/dL, > 2 g/dL 

increase in hemoglobin 
E{ For RBC transfusion-dependent subjects, transfusion 

independence 
 

o Minor Response 
E{ For subjects with pretreatment hemoglobin < 11 g/dL, 1 to 2 g/dL 

increase in hemoglobin 
E{ For RBC transfusion-dependent subjects, �•�� 50% decrease in 

transfusion requirements 
�í Platelet Response (HI-P) 

o Major Response 
E{ For subjects with a pretreatment platelet count < 100 x 109/L, an 

absolute increase of �• 30 x 109/L 
E{ For platelet transfusion-dependent subjects, stabilization of 

platelet transfusion independence 
o Minor Response 

E{ For subjects with a pretreatment platelet count < 100 x 109/L, a �• 
50% increase in platelet count with a net increase > 10 x 109/L but < 
30 x 109/L 

�í Neutrophil Response (HI-N) 
o Major Response 

E{ For absolute neutrophil count (ANC) < 1.5 x 109/L before therapy, 
�•��100% increase or an absolute increase of �•��0.5 x 109/L, whichever 
is greater 

o Minor Response 
E{ For ANC < 1.5 x 109/L before therapy, ANC �• 100%, but absolute 

increase < 0.5 x 109/L 

�x Progressive Disease 
Subject did not achieve PR, CR or marrow CR or is otherwise a non-
responder. 

�x Relapse after CR or PR 
One or more of the following: 


